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(54) Title: SINGLE NUCLEOTIDE POLYMORPHISMS PREDICTING ADVERSE DRUG REACTIONS AND DRUG EFFI- 
CACY IN CARDIOVASCULAR DISEASE 

(57) Abstract: The invention provides diagnostic methods and kits including oligo and/or polynucleotides or derivatives, including 
as well antibodies determining whether a human subject is at risk of getting adverse drug reaction after statin therapy or whether the 
human subject is a high or low responder or a good a or bad metabolizer of statins. The invention provides further diagnostic methods 
and kits including antibodies determining whether a human subject is at risk for a cardiovascular disease. Still further the invention 
provides polymorphic sequences and other genes .The present invention further relates to isolated polynucleotides encoding a pheno- 
type associated (PA) gene polypeptide useful in methods to identify therapeutic agents and useful for preparation of a medicament 
to treat cardiovascular disease or influence drug response, the polynucleotide is selected from the group comprising: SEQ TD 1-168 
with allelic variation as indicated in the sequences section contained in a functional surrounding like full length cDNA for PA gene 
polypeptide and with or without the PA gene promoter sequence. 
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Invention 1: claims 1-16 (all partially) 

An isolated polynucleotide according to SEQ ID N0:1, a 
polypetide encoded thereby , an expression vector therefore,, 
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for screening for modulators of SEQ ID N0:1, for determining 
the response to therapy. Uses and kits thereof. 
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Present claims 8, 9, and 10 relate to reagents that modulate the 
activity of a PA polypeptide identified by the method of claim 7. 



The claims cover all reagents having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for none of 
such reagents. In the present case, the claims so lack support, and the 
application so lacks disclosure, that a meaningful search over the whole 
of the claimed scope is impossible. Independent of the above reasoning, 
the claims also lack clarity (Article 6 PCT). An attempt is made to 
define the reagents by reference to a result to be achieved. Again, this 
lack of clarity in the present case is such as to render a meaningful 
search over the whole of the claimed scope impossible. Consequently, no 
search has been carried out for claims 8 and 10 and claim 9 has been 
searched with respect to the expression vector of claim 2. 

The applicant's attention is drawn to the fact that claims relating to 
inventions in respect of which no international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI 9 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome. 
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